fitted expected numbers m equal to a modelled rate multiplied by deaths expected (E) if subject follow-up time intervals were randomly selected from the US population for the same age, sex and calendar year. Poisson regression yielded an excellent fit to relative risks (RR) of death (O/E vs. m/E in Fig. 1a ). Relative to survival plots of the same data ( Fig. 1b ), advantages of RR include a standard reference line (RR = 1) indicating how close we are to cure.
À Á E to O, in the limit of large times t since diagnosis, c 3 indicates persons with CML in the US have a 2.38-fold (95% confidence interval; 1.70, 3.07; P < 0.0001) higher risk of death than controls. Although the SEER dataset includes a small proportion of subjects with acute phase CML and with Ph 1chromosome-negative CML, this does not explain our finding of worse survival of persons with CML. Nor do differences in healthcare systems as life expectancy in the countries studied are similar.
Of possible explanations for the discordance between our conclusion and those of clinical trials and population-based registries, the most likely is access to, compliance with and monitoring of TKI-therapy. A real world US study of people with CML reported infrequent molecular monitoring of response to TKI-therapy [11] . We found a similar deficiency in molecular monitoring in China [12] . There also may be other explanations such as lack or insufficient access to healthcare. In a US population-based study, persons with >85% access to TKIs via Medicare had comparable survival to age-and sex-matched controls [4] , suggesting our finding of decreased survival comes from those on Medicare with <85% access to TKI and/or other, likely under-insured, populations. In a study in China males, unmarried persons, persons with a low education level and those with rural residence had worse responses to TKI-therapy and worse survival compared with controls [13] . At a recent global CML meeting in Bordeaux in September, 2019, researchers from several other countries including Argentina and Columbia reported worse survival in persons with CML compared with controls as well as correlations between type of heath care insurance and survival.
The disparity in survival of persons we detected in the unselected US SEER population and, for example, a Sweden population-based registry occurs despite the US spending about twice as much per capita on healthcare (2016 $9,892 in International USD purchasing power parity [PPP]) compared with Sweden (2016 $5488 International USD PPP) [14] . This disparity is also reflected in similar 2015 estimated average life expectancies despite higher US spending: US 79.3 years vs. Sweden, 82.4 years [15] . A final consideration is persons with CML receiving TKItherapy see physicians frequently, typically 3-4 times annually. Consequently, unrelated health problems may be diagnosed and treated earlier than in normals resulting in a compensatory increase in survival. However, most data suggest no survival benefit in the general population for frequent medical examinations [16] . Whether this is so for persons with CML on TKI-therapy is unknown.
Our message is caution is needed extrapolating results of therapy-interventions in subjects in clinical trials and population-based registries to people in other countries and with other healthcare systems. There is a twofold increased risk of death in persons in the US with CML and probably in many if not most other countries. Consider that only 5% of persons with CML live in Europe. This is not only a problem in underdeveloped and developing countries. Many Americans (another 5% of the global population) have inadequate health insurance coverage. Although we have effective therapies of CML getting them efficiently to people with CML globally remains challenging. More work is needed. 
